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Claims 



1. A compound of formula (I) 
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OR 

T /"'"V 

Vv 2 ~T~ 

H 




R (I), 



a stereochemically isomeric fonn thereof, an tf-oxide form thereof, or a 
pharmaceutically acceptable acid or base addition salt thereof, wherein 
-R ! -R 2 - is a bivalent radical of formula 



-0-CH2-0- 


(a-1) 


-0-CH2-CH2- 


(a-2) 


-0-CH2-CH2-0- 


(a-3> 


-0-CH2-CH2-CH2- 


(a-4) : 


-0-CH2-CH2-CH2-0- 


(a-5) : 


-0-CH 2 -CH 2 -CH2-CH 2 - 


(a-6), 


-O-CH2-CH2-CH2-CH2-O- 


(a-7), 


-O-CH2-CH2-CH2-CH2-CH2- 


(a-8), 



wherein in said bivalent radicals optionally one or two hydrogen atoms on the same 
or a different carbon atom may be replaced by Ci- 6 alkyl or hydroxy, 
R 3 isC 1 . 6 alkyl ) C 1 . 6 alkyloxy,orhalo; 
R 4 is hydrogen or halo; 

provided that when R3 and R* are both halo, then the bivalent radical-Rl-R2- i s of 
formula (a-5); 

R 5 is hydrogen or C^aUcyl, and the -OR* radical is situated at the 3- or 4-position 
of the piperidine moiety; 

L is hydrogen, or L is a radical of formula 
-Alk-R6 >JX 

-Alk-X-R? ^.2^ 
-Alk-Y-C(=0)-R9 or 
-Alk-Z-C(=0)-NR»R12 (^4^ 
wherein each Alk is Ci.i 2 alkanediyl; and 

R6 is hydrogen; hydroxy; cyano; Cs-ecycloalkyl; C^alkylsulfonylamino; aryl or 
Het; 

R 7 is Ci-ealkyl; Chalky! substituted with hydroxy; C 3 . 6 cycloalkyl; aryl or Het; 



WO 2005/003122 

PCT/EP2004/006278 



-56- 



10 



X is O, S, S0 2 or NR8; said R8 being hydrogen or Chalky!; 

ish y dro g en .C 1 . 6 alkyl,C 3 . 6 cycloalkyl, hydroxy or aryl- 
Y is a direct bond, or NRlO wherein R io is hydrogen Qr ^ 6alkyl . 

Z is a direct bond, O, S, or NRlO wherein Rl0 is hydrogen Qr ^ ^ 

^2 ^ mdependentl y « W»W C^alkyl, Ca^cycloalkyl, or Rl 1 and 
R combined with the nitrogen atom bearing Rl 1 and R12 may form a 
pyrrohdinyl, piperidinyl, piperazinyl or 4-morpholinyl ring both being optionally 
substituted with Ci. 6 alkyl; y 
aryl represents unsubstituted phenyl or phenyl substituted with 1, 2 or 3 substituents 
each mdependently selected from halo, hydroxy, C^alkyl, C^alkyloxy, 
C^alkylcarbonyl, nitro, trifluoromethyl, amino, aminocarbonyl, and 
aminosulfonyl; and 

Het is furanyl; furanyl substituted with Ci. 6 alkyl or halo; 

tetrahydrofuranyl; tetrahydrofuranyl substituted with C^aUcyl- 
dioxolanyl; dioxolanyl substituted with Ci. 6 alkyl; 
dioxanyl; dioxanyl substituted with Ci^alkyl; 
tetrahydropyranyl; tetrahydropyranyl substituted with d galkyl- 
2,3-dmydro-2-oxo-lH-iinida 2 olyl;2,3-dmydro-2-oxo-lH^ 

20 itT? ° r ^ substitue *s each independently selected from 

zu halo, or C^alkyl; 

pyrrolidinyl; pyrrohdinyl substituted with one or two substituents each 
mdependently selected from halo, hydroxy, or Cj 6 alkyl; 
pyridinyl; pyridinyl substituted with one or two substituents each 
independently selected from halo, hydroxy, C, 6 alkyl- 
pyrimidinyl; pyrimidinyl substituted with one or two substituents each 
mdependently selected from halo, hydroxy, or Ci 6 alkyl- 
pyridazinyl; pyridazinyl substituted with one or two substituents each 
independently selected from hydroxy, C^alkyloxy, Cl . 6 alkyl or halo- 
pyrazmyl; pyrazinyl substituted with one ore two substituents each 
mdependently selected from hydroxy, C^alkyloxy, C^alkyl or halo. 

2. A compound as claimed in claim 1 wherein the -OR5 radical is situated at the 
3-position of the piperidine moiety having the trans configuration. 

3. A compound as claimed in claim 2 wherein the absolute configuration of said 
piperidine moiety is (3 S, 4S). 
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4. A compound as claimed in any of claims 1 to 3 wherein -R1-R2. is a radical of 
formula (a-5), R3 is chloro and R* is chloro. 

5. A compound as claimed in any of claims 1 to 3 wherein -R1-R2. is a radical of 
5 formula (a-5), R3 i s chloro and R4 is bromo. 

6. A pharmaceutical composition comprising a pharmaceutical^ acceptable carrier and 
a therapeutically active amount of a compound according to any of claims 1 to 5. 



10 



7. A process for preparing a pharmaceutical composition according to claim 6 wherein 
a therapeutically active amount of a compound according to any of claims 1 to 5 is 
intimately mixed with a pharmaceutically acceptable carrier. 

15 8 - A com P°"nd according to any of claims 1 to 5 for use as a medicine. 
9. A compound of formula (HI) 



30 




(IH) 



wherein 

20 -R1-R2. is a bivalent radical of formula 

-0-CH 2 -CH 2 -CH 2 -0- ( a -5) 9 
wherein in said bivalent radicals optionally one 'or two hydrogen atoms on the same 
or a different carbon atom may be replaced by C ^alkyl or hydroxy; 
R 3 is Cj.galkyl, C^alkyloxy, or halo; and 

25 R4 is hydrogen or halo. 

10. A process for preparing a compound of formula (I) wherein 

a) an intermediate of formula (H) is reacted with an carboxylic acid derivative of 
formula (HI) or a reactive functional derivative thereof; 



'K 




(D) 
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b) an intermediate of formula (TV) is AT-alkylated with a compound of formula 
(I-a), defined as a compound of formula (I) wherein L represents hydrogen, in a 
reaction-inert solvent and, optionally in the presence of a suitable base, thereby 
yielding compounds of formula (I-b), defined as compounds of formula (I) 
wherein L is other than hydrogen; 



r 

tr-W + 



K—N' }— CH 2 -N— O 



(IV) 




a-b) 



c) an appropriate ketone or aldehyde intermediate of formula L*=0 (V), said L'=0 
being a compound of formula L-H, wherein two geminal hydrogen atoms in the 
C M2 alkanediyl moiety are replaced by =0, is reacted with a compound of 
formula (I-a), thereby yielding compounds of formula (I-b); 



l— c + h~: ' 



_ . dI V.2 



a-b) 

(V) a-a) Ri 

wherein in the above reaction schemes the radicals -R 1 -!*?-, R3, r4 ^ r5 m 
as defined in claim 1 and W is an appropriate leaving group; 

d) or, compounds of formula (I) are converted into each other following art-known 
20 transformation reactions; or if desired; a compound of formula (J) is converted 

into apharmaceutically acceptable acid addition salt, or conversely, an acid 
addition salt of a compound of formula (I) is converted into a free base form 
with alkali; and, if desired, preparing stereochemically isomeric forms thereof. 
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